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In addltlon to__INB»C the study will also allow patients
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mutation and fulfil additionalcriteria for high recurrence
risk (see section 4.1 Inclusion crit. 3A, 3B, 4b). While
events in these patients might not accumulate at the
same rate as in gBRCAm TNBC, extrapolations from
the metastatic setting (Tutt et al 2010) support the
expectations that these patients will also benefit from
adjuvant olaparib treatment.

In addition, PARP and BRCA function has been linked
to estrogen and other hormone receptor transcriptional
function (Zhang et al 2013; Schiewer et al 2013),
supporting the expectation that additive/synergistic
effects could manifest when combining hormonal
treatments with olaparib in hormone receptor-positive
patients with gBRCAm status. Recent preclinical data
by Nardone et al (2015) indicate that olaparib may
enhance endocrine therapy efficacy and circumvents
resistance; as a consequence, addition of olaparib to
hormonal treatment might confer additional treatment
benefits in patients with high recurrence risk.

Hence, hormone-receptor-positive gBRCAm patients
will be allowed to receive hormonal treatments at any
time during the study. Based on in vitro P450 inhibition
and induction data, olaparib would not be expected to
alter the PK of standard hormonal therapies used in the
adjuvant setting (tamoxifen, aromatase inhibitors with
or without ovarian suppression). Based on a preliminary
analysis from an ongoing olaparib/hormonal treatment
study sponsored by AstraZeneca (Study D081CC00001)
there was no indication for clinically relevant drug-drug
interaction between olaparib and the anti-hormonal
agents tamoxifen, letrozole or anastrozole.
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